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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This International Search Report has not been established in respect of certain claims under Article 17(2) (a) for the following re 



. H Claims 1-16, 20-45, 54, 60-64 all in part 

— because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
in extent that no meaningful International Search can be carried out, specifically: 



see FURTHER INFORMATION sheet PCT/ISA/210 



' ^ because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 

see additional sheet 

1 . | I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
■ — ' searchable claims. 

2. IT] As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
I — I covers only those claims for which fees were paid, specifically claims Nos.: 



. I I No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
— restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q^j The additional search fees were accompanied by the applicant's protest. 

| j No protest accompanied the payment of additional search fees. 
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This International Searching Authority found multiple (groups of) 
inventions in this international application, as follows: 

1. Claims: 10, 17 all totally; 1-9, 14-16, 20-45, 47, 54, 
60-64 all partially 



A synthetic nucleic acid molecule encoding a Renilla 
luciferase and related products, as claimed in the claims 
indicated above. 



2. Claims: 12, 18 all totally; 1-9, 11, 14-16, 20-47, 54, 
60-64 all partially 



A synthetic nucleic acid molecule encoding a beetle 
luciferase and related products, as claimed in the claims 
indicated above. 



3. Claims: 13, 19 all totally; 1-9, 11, 14-16, 20-47, 54, 
60-64 all partially 



A synthetic nucleic acid molecule encoding a beetle 
luciferase and related products, as claimed in the claims 
indicated above. 



4. Claims: 48-53, 55-59, 65, 66 all totally; 54 partially 

Method(s) and related products, as claimed in the claims 
indicated above 
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Continuation of Box 1.2 

Claims Nos.: 1-16, 20-45, 54, 60-64 all in part 



Present claims 1-16, 20-34 and 60-62 relate to an extremely large number 
of possible synthetic nucleic acid molecules without giving a true 
technical characterization of said molecules. 

In fact, said molecules are defined by reference to the following 
parameters ), desirable characteristics and/or properties: (1) comprising 
at least 300 nucleotides of a coding region for a polypeptide (inter alia 
reporter molecule, selectable marker protein, (Renilla, beetle) 
luciferase); (2) having a codon composition differing at more than 25% 
(or 35%, 45%, 55%) of the codons from a wild type nucleic acid sequence 
encoding a polypeptide; (3) having at least 3-fold (or 5-fold) fewer 
transcription regulatory sequences relative to the average number of such 
sequences resulting from random selections of codons at the codons which 
differ, (3. bis) wherein the transcription regulatory sequences are 
selected from the group consisting of transcription factor binding 
sequences, intron splice sites, poly (A) addition sites and promoter 
sequences; (4) wherein the polypeptide encoded by the synthetic nucleic 
acid molecule has at least 85% (or 90% contiguous, or 100%) sequence 
identity to the polypeptide encoded by the wild type nucleic acid 
sequence; (2bis) wherein the majority of codons which differ are the ones 
that are preferred codons of a desired host cell (inter alia mammals, 
humans, plants, see also claims 20-23 and 25-34); (5) wherein said 
synthetic nucleic acid molecule is expressed in a mammalian host cell at 
a level which is greater (or at least 110%) than that of the wild type 
nucleic acid sequence. 

The claims cover all molecules having this parameters, characteristics or 
properties, whereas the application provides support within the meaning 
of Article 6 PCT and/or disclosure within the meaning of Article 5 PCT 
for only a very limited number of such molecules, i.e. the ones mentioned 
in claims 17-19. 

In the present case, the claims so lack support, and the application so 
lacks disclosure, that a meaningful search over the whole of the claimed 
scope is impossible. 

Independent of the above reasoning, the claims also lack clarity (Article 
6 PCT). An attempt is made to define a nucleic acid molecule by reference 
to parameters and to a result to be achieved. It is impossible to compare 
the parameters, and the desirable characteristics and properties the 
applicant has chosen to employ, with what is set out in the prior art. 

Again, this lack of clarity in the present case is such as to render a 
meaningful search over the whole of the claimed scope impossible. 

Consequently, the search has been carried out for those parts of the 
claims which appear to be clear, supported and disclosed, namely those 
parts relating to the nucleic acid molecules concerned in claims 17-19. 
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The same remarks apply mutatis mutandis to claims 35-45, 54, 63 and 64. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. ' 
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